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^-i^: 1/ 



IM"^^ 1 ] 
[it*:^ 3 1 

lit*:® 61 

mu'^mm^M-b^'y^-x^. •7^x3t;^^{4/<-;^^-c'*>), iifflfla%«ffls#^;&«tf--x, ^ 

> y I- > * {± ^ K;&' ^ T-afe * it^:^ 7 ie«o:^^o 

afliia^#i4'j y^mni^') >ytij^ ymmt^ 7 -^iia-c* s^^is 1 ~ s y^^-rtrnf^ 1 m 
m^m 1 0 1 

1 ~ 9 v^-rti.;&» 1 ]StciB«o:^;teo 

im^T^ 1 2 ] 

y-t^u^i^^xDy^i^jx y hsi*, ie^^ij^goiej^j^-t s ~ i 9•c^$^^-s T$ y^lBjnj 
[iS^^ 1 3 1 

(a) i^mmim<Dmu^tmikm^mmi\zii\,yz>i^^-mmh<Dimii^> i c e i i/ 

cm2~5xi05cells/cm2 -C**. ^XXf/ttzii 
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#® 2004-000699 



^—z^ : 2/E 



( b ) ^mmti^f^<0-mik'i'<^m^<omm.i>^. icel l/ml~5X10^ cel Is/ 
m 1 -e^^, 

o 

15] 
1 6 1 

im^m 181 
im^-m. 191 
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2004-000699 



: 1/ 



[0 0 0 1 ] 
[0 0 0 21 

[0 0 0 3] 

TiBSati^ CD (Cluster Designation) A-r-i)~i^L. ±K 

mi^m^(Dnm^m^(o:^^m^<Dmm^m^-r^^}^^^~'^Bm i^J^T. th ttm-r 

;&) . CD8-v-j!7-S:^L> £{ri|iJia^#ffi^*^-tiiffll!fe^lFttTaiJi& _[Tc ; iBBIfe^ 
WttTV >'/N'^ (cytotoxic T lymphocyte), ^^-T^ISi: 

DfisTft^o mr, CTL fc|Bmi-'&-::t*^2fe'5'] tciE:9-l®$tL;i>o ffl^neia^'^-f 

mm^^^MmLxmm. fife*i-*OJC:S'J>S^^^#J«:*:^cLTV»-SCTL«. B«8JJ& 
^^i-^^nU^M^Wi^i^ CMHC : t htcjsv^Tfiii hSifti^t/uJl (HLA) t^-T 
LXV^m-r^o ^(Om. CTLK^MtOTSBJBam-/^- (iSiLT> TCRi:*S;-r) ^^j^ 

fiJ®f$tLy;:;^MJ!&{4CTLJ' J:oT#^fi<j«iK. ^*$tt«o 
[0 0 0 4] 

fi. B.^<D^i^^nmm^^-^Mfhm^^<7)m't-^mtox\^>^o mzs^^k^m^''iE'^^£ 

t: hS5^0iJ >>''?^3&*f)BWi:-rs^Mtc*tU'C!SFM«JtwS:(S-r^CTL«:^#^1- (-f > 
• l?hn. in vitro) xmMl^fzWi. L < f4^^*=fTt>-f . U >/N'^=Sr4!2;:*::^ 

^^xmf-s^^mmTi^^ w x vmmi'MLxm^^t&m^x^:b ^ t tt 

mx^i>o 

[0 0 0 5] 

[0 0 0 6 I 

c T L <Di^}wM^&}mmm&t:mwis x vm^^-r^tubiza. ctl tcov>T^icii# 

[0 0 0 7] 

v-m (LAK«) (M£tf, ^#11=5:^3) , i^jiSo-f> 

^^n^:;(r>'-2 (IL-2) *ffiV^TM#L/c®^MV (TIL) *fflv»^# 

ttiiE4f 2 004-3085939 
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^--j : 



2/ 



[0 0 0 81 
[0 0 0 9] 

lb tC. ^ff^rit 1 {i R E (rapid expansion method) 

fflS:@»ira-Cii5t (Expand) $-fr'6:&fet?*2.o 'l®>«r OT^BS^' n - >' 

J' i "JlfJitt^:^ < L/wP BMC (peripheral blood mononuc 

1 e a r c e 1 K ^MW») tiT';^ ^-/^-Zl^-f ^^^^ (E p s t e i 
n-Ba r r virus, J^ITE B V i:lil&-^) g5lfe«BJi&i: S-fflv^t:Si;Ji#^fi«JC T 

[0 0 1 01 

[0 0 1 11 

^) yy ^:^-( y-mmt^^-mm (lak,«) «±. vy^m^k^ts^mM i^ms^ 
[00121 

±m(Dtis^. mmmmikvy^'i^. -Mx-ffcTL. lakm. t i L^=srflx#t--i. 

XeiC:feV>-CI± I L-2 05flJffl?r^/&^-r-i:>&«-e§^?V>o I L-2;0«mM<^^ 

n>f it^;^- 2 W-feT'^'- (IL-2R) l,zf^^-t^^itizi:i)mmi-^hiizm^<t-$P'^ 

o 4^, I L-2 Rli'J ^^^S^OfStt-fiJ-v-^-i: bT^aiibtt-Cv^^o ittfbO^Jijsv^ 

[0 0 131 

4 ^ >; > /^"^ =Sr -f*^^ I- *5 v> T}!i::;»c^^-r ^ ^ iz nm'^M.m 1 1: iisSsLm-^ 5%ii^h 

2 o%^in$H-6o ioifliit • jtmav y^m^'Dm^'i:^ y ■ \£Y a-e^^i-^i^ii'je:^ 

<2> o 

[0 0 141 

i^M-r^^tii. B^^<r>miif-^nmi>^:^^ < ^ ^^<^Mmz^^j:-A^i,-^tmi>^^o^ 

ffiBE#2 004-3085939 



!if®2 0 0 4 -0 0 0 6 9 9 ^-V : 3/ 

[0 0 151 
[0 0 161 

[0 0 171 

y-tyu^ir^-y imm<r>fSsLWi'¥. ^i^mmmm. m.m(om^n-7 v^yy^^:^ \z-^^-r 

(^K^-r>#5t(±7otc:5g-tt'btLT*3i9 (^T. gl 1 #"11) . * ^c-?-OT 5 y mia^o^'tw 
SttigO^^awiejnUi IM. I IM. I I lMi:li?i^tL. iOdt., IIIM{iT5y^ 

8#B> 9#g> 1 o#B mr, -ett-rtti ii-s. 111-9. 1 11-10 

t^-r^o ) {iM^-^K^-r *>^^i 2i=g, 1 3#E> 1 4#@ (mT> -e^x-r 
tLiii-12. Ill -13. r 1 1-14 h^-r^o ) \t^^^^) >m^v^4z^^z^ 

;t^tt-CVi^o ttz. I I I - 1 0 idfiVL A (very late activati 
on antigen) - 5 ^-^^git^i^-^t ttT* , ^ O n rgS^Jfi R G D S o 
tfcv -^^N-'J v^-^K^^ x^C^Ml-til I IC^hmtix^mMis'^^irho I I 
I CStC{i2 57^ y®?/i-<b^* VLA-4 IC^hJ-LT^'^fS'ttSr^l-'&C S - 1 fcl^Jfix 

-5 ^i^**#^E-r * X. tf, ##i^:*;isic 8 > wmm-:m. 9 i o^^Jif t^istm 10)0 

[0 0 181 

[WF^^XWiW Greenberg, P. D. ^, 1 9 9 2^ISfi^, Adva 
nces in Immunology 

Wmn%Wi2\ Reusser P. 'ft&3i&, Blood, 1991 Vol 
. 7 8. No. 5, P1373~1380 

[^«^i^=:fcm3l R o s e n b e r g S. A. N. Engl. J. M 
ed. 1 9 8 7^, Vol. 316. N o . 1 5 . P 8 8 9~897 

Wmf^X'^^y Rosenberg S. A. ife, N. Engl. J. M 
ed. 1988^, Vol. 319, No. 25. P1676~1680 

m^ffScm^l Ho M. 'fI&92S, Blood, 1 9 9 3#, Vol. 81, N 
o. 8. P2 0 93-2101 

[imffX1i^^\ Riddell S. A. 'ffe4iS, J. Immu n o I . . 
1991^, Vol. 146, No. 8, P2795~2804 

\p'^^XW^7\ Greenberg P. D. -ftfeliS, J. Immunol. 
Methods, 1990^. Vol. 128, No. 2, P189~201 

[i^#l^:i:iSlt8l D e a n e F. Momerl^, 1 9 8 8#l&tr, FIBRON 
ECTIN, ACADEMIC PRESS INC. , Pl~8 

[#^#1^5:1^91 Kimizuka F. 'ft&8^, J. Biochem. ,19 
91 f^, Vol. 110, No. 2, P284-291 

0\ Hanenberg H. ftfeS^, Human Gene T 
herapy, 1997 Vol. 8, No. 18, p2193-2206 

[Wii=:S:m 1 1 SII^<2^P^^ 9 6 / 0 6 9 2 9 ^z-?:^ 7 V b 

[#l1=:fci^ 2 1 gH^^H^ 9 7 / 3 2 9 7 0 ■f-^-?>' 7 W y b 

[0 0 19] 

aiiiE# 2004-3085939 
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4/ 



[0 0 2 0] 

[0 0 2 1] 

[0 0 2 2] 
[0 0 2 31 

^fz. :if.%m<r>%\(r>^^\Z:^\^x^ y^Tu^irf-'y(r>y^if:^yVt'LX\U WM 

^oym^m^ i-Txm^f^^r^j mse^j <ti>i o-g■^T-^^ v ^r-f- f-c 

t^. y^:fn^^i-y(Dyyirjiy}'tLxit. SS^mcoifi^iJ#-f-8 ~ l 9 -e^^ftS 

1 0 0 2 4 1 

\a) ^^§^m^«BB&S5:fcm^#ffl#*ti-*'t*^#SatOJt^35^ 1 c e 1 1/ 
cm2 - 5X10 5 ce 1 1 s/cm^-CJbS, iJiOf/tfcti 
(b) i&mmii^W(r>i^1&^<omm(^mmii'. lcell/ml~5XlO'cells/ 

m 1 'C3feS> 

[0 0 2 51 

. ttiSE# 2004-3085939 
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5/ 



10 0 2 6] 

/i> o 

[0 0 2 7] 
[0 0 2 8] 

MfiSo^t LT-g-^t> >&-ojfiitti3<J;t>'«<7)ii:-g-«3&«0~5%*^-e**c:tSr!jfm 
[0 0 2 9] 

[0 0 3 0] 

[0 0 3 1] 
[0 0 3 2] 

(1) :^^mizmm^tii>y ^3;.xf^(Dy^ir:^yv 
:^mm^'Pizfim<oy^-:ru^^^y:^xz/-fr<Dyy^ji yYit. ^im-^^hnhiiim 
tfziiXMiz^^^ftfz'iffy<7)\,^i'ti-ci> x\^^o y yx2^-^irf-yi3XZJ^-^(Dyy 
ifjiy }■ m^^t^ )ly:i-Xy~-r'{ E. e>CRuoslahti E., et a 
1 . , • ^TT'- /^-^ Hrx^Vfi A' •■Jr5;^hV-(J. Biol. Chem 

. ) ^ ^256 ^7277~7281H (1981) ) OP§^tl*o*§, 

*L <b **5^^ is T 7 'f r n ^ > i: -i^ -S flilO ^' > ® «: 2|cSfi<j t 

[0 0 3 3] 

yn^i^^>^7 7^^p{ > hmzW^y if :^ y \-(ommz 
Bli"**ffl^Jl«^f±, +5 F. lb CK i m i d u k a F. , e t a 1 . , 

' ity ■ •^^r^T.y-^)- (J. Biochem. ) . miO^> ^28 
4~291M(1991)]x=i->r';';'h A. R. e>CKornbrihtt A 
R. , e t a 1 . > EMBO (EMBO J.)s^4^. ||7-§- 

, 1755-1759 (1985) K is J: C>*-fe^^^f- K. [Sekiguchi 
K. , e t a 1 . ^ /■?^:t'ir5J^ h';— (Biochemistry) , l|25^^ 
1^17^. 4936-4941 (1986)]^<}:'3#*ifc*«t?$&o 
[0 0 3 4] 
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6/ 



:*:|&^tci5V^Tf±. y h -^u ^yy ^ V;^ yvt LTtJ, m^li. < i: ^ I I 

I - 8 {wm^<r>wm^'^ 1 -e^$tt* T 5 y mwrn) , 1 1 1 - 9 {Mn^<ow.n^% 

2-e^$tu-&7?^m@e^J) . I 11-10 (iBmoK>?iJ#-^3r^$tL^T^>'®?Be 

^j) , 1 1 i-i 2 (M9m(ow3m^Ax-u'^fi^T^ jmm) > 1 1 i-i s (sa 
^j^o@e^j#-^ 5 -e^$ T ? y ^la^ij) > i i i - 1 4 {WM^<ow.n^^ 6 -e^^ 

[0035] 

1 I i ams D. A. , e t a 1. . ^-ii^^- (Nature) > ^3 5 2^ 

, ^4 3 8-4 4 iH (19 9 1) D iij^^tfi^o mmyfmn. ^m-^^u-h^m^^ti^ 

^ o 

[0 0 3 61 

.^hizy^yti^ir^xDyy^johtLXii. c-2 7 4 (@e^j^<^ge^ij#-f- 8 -e 
^^^^^T5 ^miB^J) > H-2 7 1 (iem<^BaJ?ij#-^9-T?^$fL*T5y®iia^j) . 
H - 2 9 6 (ge^j^<7)SB^j#-f- 1 0 xm^f^^ r^y msa^J) , c h - 2 ? i (is^j^o 
@e^j#-^ 1 1 -e^^ tL* T ? y i^BB^j) . c H - 2 9 6 (ga^jaoie^j## 1 2 -e^^ 
^ T ^ y mmm) . ttzitc-csi (mmmomm^-^ 1 3 -e^? tt* r 5 y mmn) 

[0 0 3 7] 

±I5C0CH-271. CH-2 9 6, C-2 7 4> C - C S 1 0#-7 7 > h {± V L 

-CSK H- 2 9 6, CH- 2 9 6 {iVLA-4irM'^i"^fS14S:5i-t'SfflM'^K^ 
^Sr^t-r^sKV^-Zf' KT-^^&o H-2 7 1. H-2 9 6. CH-2 7 1 i 

t;^CH- 2 9 6^±^/^•';>^'a•K^'f >Sr^-t*^';^7'^K'^**o 
[0 0 3 8] 

3ti:|&l§l':Mv>Tti. ±|SC0# K> -T ^T&'SC^^tT-Jt^^JJ^y > b i^mm-t ^ ^ t:i^X ^ 
So 7^ ^/ni^rJ'f-^/o^/N-iJ vjg-g-Ky -f :y{i3ooi I IMifi^J (I I I - 1 2^ I 
11-13 .111-14) lcJ:oT^^:gtfrv><66 friai I •^<^— ^ 

ta^-^mx^^o m^it> y^-:ru^.i^^y<7)mm^'^uu.{vLA-5^^^m. Pr 

ol239~Serl515) t-"O<0l I I MBB^J 7 9 > bt?*aC 

Hv-89 mm0i(omi?m-^i 4X'm^fi^T^ ymmm) . chv-9o (iB?im<o 

@B3«J#-^l 5.-ca$tL*T5 ymiB^J) , CHV-92 (i2^moSe^J#-^ 1 6 "C^^ ^ 
■*T? >'SESB>?!J) > **VM±-oOI I IMiB^Ji::e'*^'&U^7 9r{^^ > CHV 

-17 9 (iB^moia^m-^ 1 7x0i^fiz>r^ywmm) . chv-i s i (@b^ij^<^? 
mm^-^i sxm^fi^T^ y^mmm) Tbm^^Mo chv-8 9, chv-9o, c 

H V - 9 2 li^ftm III-13, III-14. III-12 Sr-^tf i> (DX^ •? . C 
HV-179JiII I-13i:I I 1-14 CHV-181tiI II-12tI I I 
- 1 3 •Sr-5-tL-rtt■^^■CV>So 
[0 0 3 9] 

ffiSE#2 004-3085939 
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■t^^Ltii^x-^&o mmy ^ ^ > ^ mi^osii^«aitciamoH-2 ? s-c 

y s (DMm-:^mzm tT_h®#7 ^^jtyV \tWim.(r>r 5 /aSSr^Jn-t* i 1 1:: i •) 
nrfg-e^-So -PHx-Jf, H-275-Cys (@2jnmoSe^J#-^ 1 9 tt^ T 5 ^ ^12 

[0 0 4 OJ 

^ K:*^ lb ^ ^ <?5-eafe ^ T ^, J; v»o 
[0 0 4 1 1 

/m<^«m^<4. 3is:^^<^5j^'J'^:/^ KcO^tgT&^^jf $:fL#;S^ai*|T'm'K';^y'^ 

(DWi^^ii. ^m<^'^'v h'<Dn-o^n m^^i. mTi^^. 5^*^, mm. pk#) 

')'yy. T7->;2. ^N*';^. -rvn^->>, nxj'5/>';3. T;^^^*v^>^, 

^ 7;^/^•7^>'. ^^;V'iS' ^ > ; 4. -t u;*--::^ ; 5. Vi'v, t;i'^-> 

; 6. y x.-iUTy-y. ^xi-y><D^ir)V--/i?^-(^<r>m.^-^^^ . r< >^m<r>^9<. ft 

o 

[0 0 4 2] 

tfz. mm^£mm^^-t^\ h\t^ y^fu^.i7^yy^^^yyifi:^-f:h. (i) 

iffljis^Wttu y^m<r>mm.mmm^<ommxkmnmt. a \ ) i l - 2 roi&is#o 

li^t^fg, -ifzst (i i i) C D 8 111tiiiia<^Jt^|ni±^g|. (i v) «lli&«#1±U 

^ir:hy^V^zf^ VHf^h^^hy ^ yht LT(±, m^mmmmsixj^/ttzii^y^^) 
[0 0 4 31 

7^ ym<omi^^i^-r^^')^y^vi>^h^j::hy7i^j<y h tLx. 200 

V^^ym\zV yi}-tLXlSiK±<D7^y'miimX^fifzy^irj< y h 'i>:^^m 
[0 0 4 4] 

^i5, ^-f yn^.i^^yg^tcov^rt, ±|B(^-7 5i5^> ^ ^ -?-0>H'; ^T'-f- 

mm^^-t^^v^-f^vt^^ox. ^^<tiimm n) ~ (i i i) <^v»-r*t;d»oM 

[0 0 4 51 

, 4 2 3■^mmmmmll^^':^'^^xmi5=f■^s.m^i^J^^mM•t^^ti>x^^o Mx.{f> 

JilBOH-2 7 1 (ia^J#-i-9) . H-2 9 6 (SE3?iJ## 1 0) > CH-2 7 1 (.mm 

1) , CH- 2 9 6 (.mn^"^! 2) (D^yyVjiy v^j:(bmzztih^m%-r^is 
mimmi^Wfmm^KwmKmm.^ftx\^^^o tti. ±iboc-2 7 4 (@B3nj#-^8) y 

y 1^ y y ii^m^^fm 5 , 102. 9 a 8-^§giafl#t^fB«fe^^7^::^?SlcJ: 

■C^^o ^ibi^x C-CS 1 (IB^J#-^1 3) yyi^^y hiiB:^!>^WM3 104178 

WiE#2 004-3085939 
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'^^-v^ : 8/ 



, cHv-9 0 (Bfl?iJ#-^i 5) , CHv-i 7 9 imnm^i 7) <D^y7yj<> Yit 
. B:*:#ii=^2 7 2 9 7 1 2^?g^ffi^#^r|Bm$i^^:^te^^i 

C H V- 1 8 1 (BBW^ 1 8 ) :7 7 > b (ili^<2rS3S 9 7 / 1 8 3 1 8 -^^^•> :7 
<y blcE^$tL^^&lCf|ICT#^^i:;5-*-e§'2.o CHV-9 2 (@2^J#-^ 1 6 ) 7 9 
^ > B^mWm2 7 2 9 7 1 2 -^M^is i 9 7/18 3 1 8-^/-«>' 

to 0 4 6] 

tt, T305-8566 H^jcg^i^lr-:? < i^rtJm 1 TB 1 1 6 ^SSl^fiifc^A 

i: J: I) S!l3ti- S i § S ; 

FERM B P- 2 2 6 4 (H-2 7 1 =^3- K'T^T'^X? K^Sr-g^^-t S:^lf^) . 
PERM BP-2800 (C H- 2 9 6 3- Kl-^ T^^;^ ^ FS:1S>i"1"^:^lftM) ^ 
FERM BP-2799 {CR- 2 7 1^^- Y'i-^'f'^ ^^^^ir^^mM) . 
FERM BP- 7 4 2 0 (H- 2 9 6 =lr K-f^ 5 K*iS^:tt"^:feMI&) . 

FE RM BP-1915 (C-274 Sr3- K-t-ST'^;^ ? V'^^^iT^-XWi'M) ^ 
FERM BP-5 7 2 3 {C-CS Y-fhzfy YiU^lr^izWi^) . 

FERM P-12 182 (C H V- 8 9 3- K^S 7^^;^ 5 K^-R^^-T ^^^cSim) , 
FERM P-12 183 (C H V - 1 7 9 Sr 3 - K^T S 7^9:^ ^ KSr-^^-f -Sl^M) 

[0 0 4 71 

±. ie:fc^«$tLfc'J >yA-^tci3lt^ I L- 2 RcO|im««^±#> :feJ;TO:^:^#$tL7t 

2 0 0 kD, J: ^)iif)at'J±5~l 9 0 kD> $ IcS^SlCli 1 0 ~ 1 8 0 k Df^^o 
[0 0 4 81 

(2) :^^m<Dmmm^nv>^^n<omm.-^&: ^ 

[0 0 4 91 

taSEilt 2004-3085939 
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TL) , ffi^i^PV^^-?^ (TI L) X NK»IBl!&WWf>nSo 

y^-t:t,mmmmti^xii. pbmc, nkm^. ^^-^Mna, ^ ^ 

[GO 5 4 1 

:^^m<D:^m'^^^x. ^m^#14'J >'^^♦^<73flS, otitis J:t>V*7tttfe:^^3lf4. 

I 1 s /m U «F5ilwt± Icell/m 1-5X10^ cells /mU 
ti 1 c e 1 1 /m 1 ~ 1 X 1 0 ^ eel 1 s /m 1 ttSo 

^® ■fr-Y -e-<^>4^fco^^s-i■^■^v^■^^> iv^o Mic{4, iL-2S:-&^-t- 

x.if. S^igiCiiO. 0 1-1 X 1 0^ U/mU J: OSfSiCfiO. 1 ~ 1 X 1 0 * U/m 

ffiiE4f 2 0 0 4-3 0 8 5 9 3 9 
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^iso. 01-1 0 0^ g/miwMT-^So mcDsmmt^) >^^^±.<^^'^-^iz 

[0 0 5 8] 

J ^ 1° ^ sL-fi-ia^ 0 2 / 1 4 4 8 1 -7 h tC|B«^ tLTt, tn;]l#^6*I'5t» 

(B) CD4 4y5(rvK7&*CD4 4irie-^-f'6-i:l^J:>5l&-^?'^i-*vj}^f-;l'Sr$IJI»b# 

. mCD4 4icM^iStt=^^1-^t»Si:LTl±, '|fOxt?CD4 4';*">K:feJ:U'/t^ 
«tt;CD4 4ei;#55*^^$n;S>o CD4 4 K:65CD4 4 IC^^-T^ ^ t J; 

j£:SH^ v-fe - iciS-a-r i: J: ») IS* lb tt-s ^^'^-'j' ^mm Lw^mM t lt 14 

xm:^^^^m> W^(OX^^£M^i^m^i'm^'{t\^'^^MLXi>iy^^o . 

amzll^xns&^mm»<o^^Ttiu mMttv >/^'^25;^ mwttum 

tBfE#2 004-30 8 5 939 
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*Hf#lw|JS5^-t-^ *><^-eJ±^v^55^ Mxtf, ^*L<tiO. 01-1 0000;* g/m 1 
. J: IJitft U< t±0. l~ 1 0 0 0;<g/mK $ icjif ^ L < 1 ~ 1 0 0 g/m 1 

[0 0 6 31 
[0 0 6 41 

[0 0 6 51 

mz.if. y ^ yu^^^xDy^i^^y hos^-fbti, m^^<^mf^9 7/1 8 3 1 8-1- 
y^yyuy t^h XfKm^^<kmn 00/09168 ^J^yy ^ztm.<Ol5m^^ i "5 

[0 0 6 61 

LT^it^r I L-2 R^ilftOitiDTi^^.^'btt^o C:c:t% I L - 2 R|&^»l4<2r^o:& 
[0 0 6 71 

iii2<7)j: d :^^^<D^m'^ ^nhfifzmi&m^^v yy^^mtt i l - 2 roi&ss 

[0 0 6 81 

tf^. ^^m<r>:)jm^^ ^ n%hixi>mf^m^^') y^^mt. i l - 2 Ro^mfi:ei^iiJn 

la, y^'^'m^^^\^Ht^^1rh-^<Dm<r>m^ifiM^\^fz i l-2 J: ;s>fiigs:ir^-r'5. 

[0 0 6 91 

'{>v>-ftt**l<5S-Jff'Sro/c^>0{rib'<TCD 8-^-*-*^-r* (CDSI^ti) ^B&O^ 
^t^it^t^^^o ^<D^bii. m^lf. 1. CD S^ftMfi^ >^'-:7a^n>-y^ 

tc-r*. 2. c D 8 i^ttiSflji&ttjaa/fe'&^&jefi^aBJia-c* 19 > '^-r^v-^^^MifSBia^o^iKr 

^m^X <mBir^:iti)^X^^. 3. C D 8 |^14»5:#-2)^'^f4> tJ&5l^}4-=?^^ > 
tr-X^yn-^J-^f h;^-^'--CCD8l©ttifflia4:if»|5iLTV>/^75«. ^^m<Olfmxiti^ 

m|iE# 2004-3085939 



S^m 2004-000699 



^-v: 12/ 



o 

K^m. ^m.^^ YiJ^y. mcj^^^mm^^^^^^^-^'omn:^^. 

:b:Lh-h^x^i>o cicomM^U K>k:^#tci±. i^lcPl^li^S: < . <2:^n 

o 

m^'i-o xm^"^ tu^fitJi^^f- K-MH cm-^^^isffl Tis^^i^-r ^ t 
§ ;5o ^(D^^. mz.\mw^^\^') y^^^^mmmm^') y^m^^m^m^^ti] y -f^) 

^r^-f^Y-MYi.Cm.^W^^^'^^. ^Lr=:S^M)fe<^#«=S:FACS (fluoresc 
ence-activated cell sorting) ^^ff * i <t J:: ± ^) «aJia«tt'J 

(0 0 7 51 

^^^(Ofimmm^') >^-«^<^4fc:fc:*g^^&i^i5v^-^, -?-o^^^#lc{±#n lava's: 

ffifE# 2004-3085939 
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^-'J: 13/ 



M'^<^mmmmizmm^ft^^^inm'r^^tti^-r^^. ^^li. 3 7x:> 5%co 

Z} o 

[0 0 7 61 

-r*fc*>> ^mzmm\^-^^^^^M^MU^<r>mm. (cm^ ) :i ir^-r^sM^s (^sisc) 

lilXlO^cells/cm^ m±> MMiieti 1 X 1 0 « c e 1 1 s /m 1 ^JnOl^ 
[0 0 7 71 

. J: •)li5V>t£:it^«^S:#*i:v>d«^*»ib. if^gtctt^ -f rn ;^ ^ :^ 7 -7 b 
[0 0 7 81 

el l/cm^-SXlO^ eel Is/cm^. J: Oitfiti-til 0 c e 1 1 s / c m 
~lX10*cells/cm2. ijf tr$JJgirt± 1 x 1 0^ eel 1 s/cm^-SXl 
0* c e 1 1 s/c -e*^o 

(b) J&Sfe4'<^iifl&02iK>5*> $figicf±l eel l/inl~5X10' eel Is /ml 
^ JiOMlCfil Ocel Is /m 1-1X10^ eel Is/mU #fcisfigt=«± 1 X 
1 0 ^ c e I 1 s/m 1-5X10* eel 1 s /m 1 -C*;6o 

aiiE# 2004-3085939 
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^-V : 14/ 



V - B mm iimm^ tt^ o m'^. 7 -r - ^^B&tijEfeit^iisMoi d 
ic E B V - B ifflia/&*m«-r s nxtfett =^#1^^ * i t *«-e t . m^%^Mm<r> xo^mm, 

^^^^-^i&itlcii^JfSm-r^-fc*'-??^^ C^^{^- -<>K-fl^^ M. A (B 
endnarek M. A. , et al.)>J. Immunol..5147 
^ Mi2# ^4 047-405 3H ( 1 9 9 1 ) =S-#PI) o 4 *itM$i7Ptg«rW 
l-iM^^^k^^ata (process) ^ ^tl***5;-^^J^^f ^J^^^SflpJ 

-r^tztbkZU^ 'piJx.ffXm^<^ifcMMMt7tt±v^ h-v^ V> (mitomycin; 
[ 0 0 8 6 1 

iffl]iai:*o#*«aiiai:L-ci4, ^l#^cps^$tt^^>ot?^i>fc<. 

9 9 5^) \mU^n. 17. (6) . D 1 9 2- 1 9 5. ( 1 9 9 ^ Pr 
ANCET. Vol. 3 5 6. p 8 0 2-8 0 7. (2 0 0 0) : Cur rent Pr 

tUBE#2 004-3085939 
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: 15/ 



[0 0 8 9 1 
[0 0 9 0] 

■&*noiffl)}&ig#j=fflvvib*t;5>^»m^. ^>/^•^5'^. h-^^ym- (mmizm l-2 

[0 0 9 1] 

±fi(ommm^m y^m<Dmit:ffm^m\^^xnhftfz') y^m-^m^mm^izit^ m 

:^hmizx ^^hfifzv y^m^m^mm^izi±mmm^^^^M^i-^ 'J y^m-^^< 
-^tnTv>;s^*. m^mmy!)-^(^^'t-^»mm^zxy)m^mm^<^mm.^mi\xL. ^^m<o 

m^^mm^^i:mmmmm^umi.zm^itLxi3if\£. n^i^fzmmmm^'j >^-^mz 

I 0 0 9 2 1 
[0 0 9 3] 

ffifE# 2004-3085939 
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16/ 



mm.Mm± %m t -c mmmmin^m. km^ s -esi x c d 4 Suf^ ^ 
rrymn^^^ f^^^i" 'y^ry^^ v^'y=- 

fil|E# 2004-3085939 
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^-v^: 17/ 



^ o 

o ^^MttafS^i: UTfi. #^J»14il<S7- (multidrug r e s i s 

tance gene) ^^^/J^ ^ ttS o 

lb Pl^ $ tL s 4> <^ -e fi o 
10 10 71 

(1) y^-:ru^^^>yy^^>y^^^ , . 

u^.~T^^i'n^^^^>^^Oy9ir;^^y}• H-271tt. Escherichia 
COM HbToT/phSIoT (FERM BP- 2 2 6 4) J: ^ . *S#li=^ 5 

1 9 8 4 2 3-^?ssa#i-ia®<^*^'^J^ '5^^^^-° 

2004-3085939 
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^-i^: 18/ 



tfz. \LYy^-:ru^^^V^^(OyyV:^yy H-2 9 6. CH-27 1. ch- 

2 9 6 ii-tii-efl. Escherichia coli HB101/pHDl02(F 
ERM BP-7420)> Escherichia coli HBlOl/pCHl 
0 1 (FERM B P - 2799) > Escherichia coli HBlOl/ 
pCHl02 (FERM BP-280 0) SrfflV^, vltL*_h^<O9§iB»lCi2^fi0:^fe-e 

t: Yy ^ ir^y 133^(0^7 V:^ C-274{±> Escherichia 

coli JM109/pTF7221 (FERM BP-1915) =Srfflv>, :Lix^^ 

s#s=^5, 1 0 2, 9 8 s-^mmmztm(o:^m-c'^mL. mmmm^ y)mmi^fzo 

t •^^^i^'f-y^^<Dy9i^J^ >h C-CSlf±, Escherichia 
coli HB101/pCS25(FERM B P - 5 7 2 3 ) *fflv^. S:*:#l^ 3 1 

0 4 17 s^mmmiztm<Dij-m'(^i^mL. m^^<^i ^muLfzo 

\^Yy ^•rx3^ir^-y^^(r>y'7ir:i^yY CHV-89, CHV-179ti> -?-tt-r 
tuE s c h e r i c h i a coli H B 1 0 1 /p C H V 8 9 (F E RM P-12 

1 8 2) > E s c h e r i c h i a coli H B 1 0 1 / p C H V 1 7 9 (F E RM 
P-1 2 1 8 3) *^v^, n^i^ff2 7 2 9 7 1 2 -tBJSffl#iriB®<^:;^?*-e:^#L. ^ 

^ ISM 

tfz. li > ^-f rn^i^^>ffi5|^0-77i^^ > f CHV- 9 0 {±H^J|tl^ 2 7 2 9 7 

KpCHV9 0«-«^Lfedx., K«:«^-t*5^S^em#S:^^gL. 

19 CHV- 9 0 ^limb/co 
n rn^i^^:^ft^<0 7 7^^^ > h CHV - 1 8 1 f±. S^4;rp^9 7 / 1 8 

3 1 8■^/^°>'•7 l^y h memo:^?£-C, CHV- 18 1 K-T* DNA^-^^-T-S 
^7.^ K (pCHV 1 8 1) «-«^L/c:m> ^"^^X^ K«:^A$ tL7t:^Mm (E s c h 
erichia coli H B 1 0 1 / p C H V 1 8 1 ) S::^^ ^^^Jfe J: 0 . -h 

^(ocHv- 17 9 tnu<^ii&-^m^\^tzo 

(0 10 81 

(2) CHV - 9 2 0|l$!t 

±f560>KV^7'^ KCHV- 1 8 1 ^?m.-^'<ti>fzib<D-fy:^^ K p CHV 1 8 
ov>T, CHV-18lS:=i - Fi" -S'lSj^Ff*^ I I I - 1 SfSJ^tr^- Y-f^WiL^X^ 
L-fcT-^X^ KCHV 9 2 4-«lgLyi:o iX*^'f^(4H:4c#i1^2 7 2 9 7 1 2^mmmKU 
T'^y^^ KpCHVl 7 9;5»e><^I I I-l 4 n - K-^JIcO^^fe^f^tCii CT^f o 

±|B<?)7'9>^5 KpCHV9 2-ej^®«Elft$tLfc:fcll§®HB 101 (Escheric 
hi a coli HB 1 0 1/PCHV9 2) «:^«L, ®^«!feJ: 0 B*#li=ll2 7 

2 9 7 1 2-f-M«l*IB®<^CHV-8 9 V ^-/-f- K<oa§a:^v£l^^i CraiSi^f^Srlf 
v\ iltmc H V - 9 2^n°p *#/^o 

10 10 9] 

(3) H- 2 7 5 -Cy sOPm 

^J^U'^T'-?- KH- 2 7 5 -C y s Sr^ia-S^-** 7t 7;^ $ Ktijy.TlC7]^-t-^f^lctj6 
■3-C#iiL^o E s c h e r i c h i a coli HB 1 0 1 /p C H 1 0 2 (F E R 
M BP- 2 8 0 0) J: 19 Kp CH 1 0 2 ^-PiSLfCo CIOT'^;^ ? K^^Mi: 

@e^ij^<^ae^J#-^2 otrissiByy^^-r'/^-r-v- 1 2 s tw,-9\m(owm^^2 1 

^^ge^dSr^-f-T'^^"^- 1 4 Ai:*fflv>^PCR«r^fv>. 7 -f rn:^^"^vo^^-«'J :^ 
jtS-g- K >' 3 - K-rs*^0. 8 k bODNAEBfM-^tfT'^ro #ibttf::DN Afflf>i-«:N c 
0 I> BamHI {t^K^ijy^^^t^m) '^mitX.fz^. Nc 0 I. BamHI-CM 
-ftL/cpTV 1 1 8N (^*7/NM:tttii) 7 '> a >'i- * i t «t •? . ^'7^5 
KpRHl«:milL^o 

[0 1 1 01 ^ 

K'^^'^'-p INI I I-ompAi C^^-7-fi7' J. (Ghraye 

miE# 2004-3085939 
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^-y: 19/ 



b J. . et al.).EMBO J.. 113^. ^10 ^2437-244 
2H (1 9 8 4) ] *B amH I i: H i n c I I C^' * iiT-rmL, U *° 

ynx'f >'^'-5;^-^-'®J**#tfiK7 0. 9 k b<^)DNA»f>i-S:liIflXt^o Citt«rBa 
mHI i:H i n c I I TM^b L7t_hlB<0^7 ;^ § Kp RH 1 i:m'a'L-C7-Y->'-~>3 

nx-f >^-5^-^'-*^«^Mt-'^tf/v>^5 Kp RH 1 -T*#;^o 
10 1 1 U . 

Kp RH 1 -T^mmt iS>snj^(^iB^J#-^ 2 2 lcjS«i£^J=S:?]si-7"^ 
-^-C y s -Ai:@fi^J^Oie^iJ#-^2 3 iZ^^mWTr-tzf^ ^ -r- C y s - S 
V-f^PCRRlic:«<^1^> lHlJRL^ii<§DNA»f;t«rNo t i (^'^^^^'f^W T^M'ffcL 
, $ C>lC^DNAffif>t*-fe>t''77'l'^-v3 ^^-fr/^Co i 9 tT#f5tL/v:3^^^tDNA^: S 
peltScal (^*7^^M^^ti!i) fc"CrB'fbLT#f)ttS 2 . 3 k b ODN ABf>T-t 
, y^y^? KpRH 1 -T«rS p e I fcS c a I (3^ * ^tttSS) t-eM'fbL-Ctfib 
tL-l>2. 5 k bODNAif>T-t Sr^-^L-C^-fr-e^a ^-^rfrv^, r^;^^ Kp RH-C 
y s ^r#/;o ^7*9:^5 Kict±, lflB<^H- 2 7 1 ON5^®fliJtcM e t - A 1 a - A 1 a 
-Se rOAT^y^m-Tb^mn^tl. <bizCM^KC y s ^Htll^-^fifz^V h^YL- 
2 7 5 -C y S7&*:3- K$tL-rv>^o 
[0 112] 

*°V^:^'^KH- 2 7 5 -Cy s J±JilT<0:&?fel- i •) fiM L^Co ±tB07'7;^5 KpR 
H-C y s-eB^^Sl$ttyt:fcl©mHB 1 0 1 (Escherichia coli H 
B 1 0 l/p RH-C y s) =^ 1 2 0 m 1 O L B^Sfeff , 3 7 'Ct? 1 Bft^* L/^o 
J; ►)llIlRLfcW#^*4 Om I Oi!t#ffl^M (5 OmM Tris-HCK 1 mM E 
DTA^ 150mM NaCl> 1 mM DTT. 1 mM PMSF, pH7. 5) izB 

(50 mM Tris-HCK pH7. 5) "CW'fk^ tLTt^N-f b v ^ U > 

0 ~ 1 M N a c 1 wkmmi'^W'=>mmmmmwLt^mmin^tzo mmfHi s d s - 

Ti^'J;VT5 K-i^;vm^?^Si-C:9-WL, H- 2 7 5 -C y s O^TSJC^i^-r'Sli^-S:^ 
«e>-Ciiti!iH- 2 7 5 -C y s:pn°n«r#/Co 
10 113] 

1 ®JflL^i$*«rfflV^/;L AKfflJi& (Lymphoki ne-act ivated 

killer cells) mm^\z^n &m:kmmm<Dm^ 

(1) FBMC<D»m^^'0'U^ 

?S=^PB S (-) -e24t#3glL. Ficol 1-paque (7 r ^I'-^'^Tttl^) ±Km. 

^L-C 5 0 0 X g-t?2 O^Hat'£.^^^LfCo <^5|St^JflimMlia (PBMC) 

y KflaliRx t5fettL/v:o ^flXL/cPBMCf±9 0% FBS(Bio Whittake 

rttSU) /10%DMSO (S I GMAttS) ip^fjiiUWi'ZmmL. Ui^mm^PizX 

^^Lfzo LAKmmmzii^fih^^PBMCis ivii^m'^izxMMmmL. lo^ 

g/m 1 DNase(Calbioc h e mttti) Sr^tfRPMI 16 4 O^Ml (B i 
o Wh i t t a k e rtt$4) -Ct^^m. b ';/^>7^;V'-lfefefeJ--C*«BJ!&l^4:#ffi Lt 

10 114] 

(2) ^li h CD 3tfL#i3 J;?/FN-77^^^ > b@3£^k 

&.r<DmMkX^mi-^i^m^U (^H) iitn:^ bCD3gt#feit>*FN77i5^> > h=Sr 

SJfe'fkL/co ^^t)*>2 4;A:j|aife^^7'V'- h*/iJ±i 2. s cm^ /ffliia^s-77;^=' ( 

FalconttM) IC^t f C D 3 (^ ^'-Ir ^m^UttSii) (l^jtS 5 ^ g/m 1 ) 
•g-tfPBS*lml (2 4:r:-:fU-h<Dm^) tfzit2Tal (12. Scm^^y;?.^^ 

^^^yyy^r^yy (FNf r) Sr^l-jftSS 1 0 g/m 1 (2 4 h om^) t 

miE#2 004-3085939 



G04-000699 ^-'J : 20/ 

^ct±2 5;u g/ml (12. 5 cm^ y97,::2<om^) tii:^X^Kmm\^tZo MMtL 

BS-e2|5I. XVI VO 2 O^Sb (B i o wh i t t ak e rttm) t? 1 |5Ii$fe#L#^ 
10 115] 

l%HumanABlfiL?t^^tfXVI VO20 1 %X V I VO 2 0 fclj-tj^ 1 

XIO^ ce I I s/ml fc'fcSi^tC^M^HIl- (1) -CSamU/cPBMCtrlgiSj. 
^Jfe-Pfll- (2) r-pSiLfcirbli hCD3^'(^®^<lS^V- ^. t fzim^ yCBSm^ 
^ix/F-tJf rS^'fbT'l— M'lm l /'>:^^Vt*^i§. ^l-itE 1 0 0 0 U/m 1 i: 

s j:9iciL-2 mmmmm^m) ^mmLtzo ^*Lt>o7'v- h«r5%co2 "t-s 7 

■C-eJg^bfc (^flOHB) o ^mmi^mBS. SHgirJil oaou/mioiL- 
2 =S:-g-tf 1%XV I V0 2 0 ^ 1 m \ ^ )l^'f<^m[\Lfz. :^#§B$&m4 H S l^ti^t^ 
1%XV I VO 2 0=^fflv>-C^&«^b/c:^3lT&tM4>@a'fbL-Cv>?5rv-|lfLv--77>^:3t-^ 
*!-jSffi5 0 OU/ml ttj:^XoI L-2^T^MLfZo 2-3 0«:lC 

5 H B ramtcM l%XVIVO20=S:ffl v^T^^fl LI?-lgK 3 0 0 ~ 5 0 0 U 

[0 116] 

l^ll 



^1 

jiiLfsaiK (%) . 


iS^0^ 


^^p^^^VT^^i/p^v h 




1 


1 1 era 


MRS (FN f r*@*^k) 


X 2 5 2 


1 


1 1 era 


CH— 296 


X 6 7 0 


1 


1 1 0ra 


H- 2 9 6 


X6 1 5- 6 


1 


1 5 era 


*fRa (FN f r#Hfe^t) 


X4 0 3. 2 


1 


1 5 era ' 


CH-2 9 6 


X 5 8 8 


1 


1 5 era 


H-2 9 6 


X 7 0 8 



htj^-^tzo 

%mm \ ^4«^tti«rfflv>fcLAKIifl]!a^^^Jw*jtt«>Si::^^^^'^«'iS (^OilbfiJ 

0. 5%S^ct±l%XVIVO2 0i::ixi 0« c e 1 1 s / f Z t;? £S 

1- (1) -eilliiL.^PBMC=S:5iSm> mimi- (2) t?SliiLy::^li h C D 3 fitflc 

;i.-f o * § , «S 1 0 0 0 U /m 1 i: * ^ J: 9 ^' I L - 2 J?^S"2SLJ.S9 r 
ittt,cO^V-b*5%C02 4.3 7"C-C*&#Ufc (^^OBB) o ^«g^*&#2B 
a! 3BB^C*±1 0 0 0U/™lOlL-2^^t.O. 5%^^.^!%^^^ 

2 0 «-fflV^-C^&5|iL/c^^?&«:Mfe@5g'fbLt:v>^v>«fLv-7 7;^3l^^b, i»5-«5 0 

tiiiiE#2 004-3085939 
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^-v?: 21/ 



0 U/m 1 <t ^ I L 

f im^ity^:^^ (^^^ 

1 L^) 0 . 5 % 
mm 5 0 OU/m I tfj:^ 
%tfziil%XV I VO 2 
>^3jC5gH.. *!-jftJK5 0 0 



Sf^ti 1 %XV I VO 2 0 S:fflv>T^&3i^Lfc:^^?S?r^L. 
I L-2^^JpL7t„ 2 BglCSSEMO. 5 

U/m 1 I L - 2 ^i^JOnL/Co 1 5 B B 



[0 1191 
[^2] 



^ 2 

(%) 




mm 


Jg«BH*&9 0B 


mm 


0. 5 
0. 5 
0. 5 


(FNf T^mMit) 

F N f r ^m^it 

CH-2 9 6 


ta:CD3 
ia:CD3 

CD3-K:H-296 


tflCDS 

tnC CD3+CH-296 


X 1 3 
X 8 8 
X4 1 0 


1 
1 
1 
1 
1 
1 


l^m. (FNf r*@Sil::) 
FNf rtm&i\^ 
CH-2 9 6 
CH-2 96 
H-2 9 6 
H-2 9 6 


ttCD3 
Jn[CD3 

CD34CH-296 
^ CD3-K:H-296 
^ CD3+H-296 
tt: CD3+H-296 


^CD3 

tt CD3+CH-296 
CD3-m-296 


X4 0 3 
X 1 6 2 4 
X 5 8 8 
X 3 5 6 0 
X 7 0 8 
X 3 0 0 0 



h <D^-x^mmit. L A Kmmmmmm is x z>'^m Km as t^c d 3 ^^<d^ ^ jy 

^^13 ^4liL?t^ttl«rfflv>y:;LAKjHBf&i§«^(-i5ttS I L - 2 V-fe^^J^ - , ( I L-2 



H 
R) 

(1) LAKSfflSao^S:*5J;l>'^^ 

llife^2- (1) i:|^^<D:&^*-eLAKM*SI^-^«l-^-o 
[0 12 2] 

( 2 ) L A KifflHatCiJlt S I L - 2 R^m^<^il"J^ 

Sr>i5fei^ty::o @^^fla*l%BSA (SlGMAttm) ^ « 0 ^ 1 O P B S * 

jg^L. FITCM®-7'J'7.I gGl'fcU<tiFITC^SiS"^'i^;^«i;tML-2R (C 
D2 5) fiL# (iifclCDAKOttm) *-t'^'3 05^ra^:^^^-<-bbJo 

>'i^:x^-hm. fflflS^PBST'iSfe^L, ^El%/^v*;^i^T;^y't KSr^^PBSl^ 
J^tiL/Co -<^«B1!&*FACS Vkntage C-^^' h > • f^f ^ V ^ttS) «rffl 
v.^^n— 9-^" >^ hU-lcKL. I L-2Rl6ai^^)!a-^^^*ia!l^^^-o 
^^*^3 I'^i-o I L - 2 R ^iSfiiii«Bfl&^5t^ (%) * I L - 2 RI&S 

^ (%) t^a^-t^o 

2004-3085939 
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^-y: 22/ 



10 1 2 31 
1^31 



^3 . 

(%) 



^CD3 /ib 3. 4 8 

tftCD3 tt;CD3 4 3. 2 2 

ttCD3+CH-296 ^CD3-tCH-296 8 1. 1 1 

ftCD3->H-296 ^CD3+H-296 7 1. 4 9 

*t:CD3 >£L 8. 0 2 

*fcCD3 #:CD3 4 2. 8 

kcD3-K;H-296 L 5. 9 1 

trtCD3-*CH-296 CD3-tCH-296 7 7 . 9 4 

^CD3-«M-296 J&L 8. 9 4 

^CD3^H-296 1ftCD3+H-296 7 0. 2 9 



0. 5 
0. 5 
0. 5 
0. 5 



^R8 (F N f r #^B^^t) 
FN f xHmWi^ 
CH- 2 9 6 

H- 2 9 6 



(FNf rl^H^-fb) 

FN f x^m&\'c 



1 



CH-2 9 6 
CH-2 96 
H- 2 9 6 
H- 2 96 




i:^3*>®^ftK<7?J(il?tSr'^^^^S^l=^ffl»'"•^ L A K«=l-il#i-^l^l^ 7'f7*n^^'f->7 
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ttCD3 


2 5.6 


imiYOlo 


CH- 2 9 6 


l5tCD3-K;H-296 


tt CD3-K:H-296 


3 8.3 



[0 17 6] 

**nrt6T'ab S i <b ^: o 
[0 17 7] 

mMm 1 9 |ffijflL?i^AbS:^v^/cL AKiillfelg«^tci5tt'S^:*:^#^<^Ste 

(1) h hKifm<r>mm^ i^xr^m 

^:^«l'^Jfil^^'^i^:V>X V I VO 1 0:^fflli/i(4A I MV;^tflHML/co 
9 ir:^-to 
[0 17 8] 



t^l 9] 

*1 9 



JtaL?t (%) • i&flfe 








0%XV I vol 0 


1 1 era 


Mm (FNf 




X 3 2 


o%xvi vol 0 


1 1 pffl 


CH-2 9 6 




X 9 5 


o%xvi vol 0 


1 5 era 


Mm (FNf 




X 2 0 5 


0%XVIVO10 


1 5 PPbI 


CH-2 9 6 




X 4 0 7 


o%xvi vol 0 


1 1 0P^ 


Mm (FNf 




X 2 9 


0%XVIVOl 0 


1 1 era 


H- 2 9 6 




X 7 8 


o%xvi vol 0 


1 5 


Mm (FNf 




X 2 7 


0%XVIVOl 0 


1 5 era 


H— 2 9 6 




X 1 9 4 


0%AIMV 


1 1 


Mm (FNf 




X 2 5 


0 % A I MV 


1 1 Bm 


CH-2 9 6 




X 8 5 


0 % A I MV 


1 1 BPhI 


H-2 9 6 




X6 9 


0%AIMV 


1 5 sra 


Mm (FNf 




X 6 1 


0%A IMV 


1 5 era 


CH-2 9 6 




X 2 0 2 


0%A IMV 


1 5 era 


H-2 9 6 




X 3 9 2 



[0 17 91 
[0 18 01 

mSE#2 004-3085939 
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32/ 



(1) LAKmm<ommisxxfmm 

*^ife«rJliL?S?r-^t'2:V»XV I VO 1 O^mf-^mUTio 

[0 18 1] 
[^2 01 



^2 0 

(%) ' 






mrnmi^ 9 0 
smm 




096XVIV010 
0%XVIV010 
0%XVIV010 

cmnvoiQ 


nm (FN f r^^H^^fc) 
FNf r#^@5feit 
CH-2 9 6 
H-2 9 6 


fefc CD3-K:H-296 
feLCD3+H-296 


5tCD3 

fet CD3-H:H-296 
tjtCD3+H-296 


X 2 7 
X 2 8 8 
X 8 4 5 
X8 9 3 



[0182] 

m^'^^mu L A Yi.mummnm^ * o'*^ i-^c d 3 m^(r>^^m^% l 

^m{4*:$:^*fe X- T ^> Hi* $ tLf^o 1- * ;b *> L A K^M^lO^iJ i 0^*^ 7 -f r 
n ^ iS' ^ > 7 9 j5^^ > > *3 i J>mC D 3 ^#«rffi V^T^Um-r ^ CI fc <t "J , M «r-^* * 

10 18 31 

nW^i 1 fei([L?tW^fflv>;^cLAK^J!&J§ll^t-**t* I L 

(1) I. KYjm,<r>mm^^ ^^^^ 

^i&M6- (1) i:™«o:^i£T-LAK««:lf^ • 
S^flb=SrJflL^**^**v^XV I VO 1 O^Abl^^jEt^o 
[0 18 41 

(2) LAKMlC:felt'2. I L-2 R|&m^<^?ffl^ 
3 - ( 2 ) i: III^O;??*-^. I L - 2 R|&^li?'l4IIB)}a'^*^*iH^ L7to 

ig^=^a2 1 tl^-to ;6-:i-;&a-et± I L- 2 R^mi©14aBfla^^^ (%) =S: I L- 2 
31^ (%) fc^-fSo 
[0 18 5] 
[^2 11 

*2 1 : 



2 Rf&aOilS 



(%) 



•7 ^■:fri^^f-^^ 



9 B 



I L - 2 R- 
(%) 
9 9 
5 8 
1 7 
5 9 

0 9 

1 5 



OXXVIVOlO ^N-Rg (FN f r#^B;fe^b) ttCDS t£\^ 

OXXVIVOlO FNfr^®5^{b ttCDS *tCD3 

0%XVIV010 CH-2 9 6 ttCD3-K:H-296 /.CL 

0%XVIV010 CH-2 9 6 it CD3-tCH-296 *tCD34CH-296 

0%XVIV010 H-2 9 6 ^CD3-41-296 ?i U 

09iXVIV010 H-2 9 6 CD3-fH-296 ttCD3+H-296 



2 4. 

8 0. 
4 0. 

9 2. 

3 0. 
8 7. 



[0186] 

^2 1 tr^^tt^ J: 9 jjL^t=Sr^t;5:v>:^%=^fflv>-rOLAKiaaaaSIS^^i5j;t>'=f 

miEJif 2004-3085939 



#M2 004-000699 



: 33/ 



i t :6*nrtB-C* -5 c: i )&*^ p> * o :feo 

[0 18 7] _ 

(1) LAKmoi§S:feJ:l>'^« 

^mm^sHm^^t^y^^XY 1V0 2 OttiiiXVIVO 1 OS:feJ±AIMV^«lir^M 
[0 18 81 

(2) LAKmm^^<iir^cD 8mm&^mm'k^itm<DmM 

ig^=Sr^2 2 ir:g^i-o 
[0 18 9] 
[^2 21 



^22 


jfiL?t«js (%) • mm 




cusmmas^^"^^ (%) 


0%XV I V02 0 


nm (F Nf r*@3t^k) 


2 0. 01 


0%XVIVO20 


CH-296 


6 4. 4 8 


o%xvi vol 0 


(FNf T^m^it) 


2 7. 91 


o%xvi vol 0 


^ 2 9 6 


4 7.72 


0%A IMV 


nm (FNf r^B^^b) 


2 1. 14 


0%AIMV 


CH-2 9 6 


5 8.8 


o%xvi vol 0 


(FNf r#H*{t). 


16. 5 3 


0%XV I vol 0 


CH-296 


3 5.22 


0%XV I VO 1 0 


H- 2 9 6 


2 7.29 



m2 2iz^^fL^^^K. Mmi^tfj:\f^mfiLim^^x<DLAKmmmm^mK^y^ 

Km«f CDS m^mm^^^^M < mm-r^ ^t-b^-^^/zo t fz^Ko^Mum 
3^^*fe=^^x.-ci)^ti$tt^o ■r^t>t>issLmi:'^tfj:\^>^ikim^^xLAKmmi:um-r 

•fy-tri-^fzo 
[0 19X1 

mMn2Z 4ftjflL^f^flfe€:Mv»^LAKifflliaigEH'1'tw;fett'l>CD8l^it«BJi&'^^ifc^ iM 

(1) h AYimU<r>mm^ iiXfie^^ 

m.mm(> - (i) hnm<Di3mx\. akuu-^^^ • ^^^f^o fzf^\^^ ^<r>n^m-f 

S^^^Jkm*-^* =5^V>XV I VO 2 Qtft\tXV I VO 1 0;^«ltr^Mt^o 
[0 19 2] 

(2) LAK«Bfl&tri5tt'5CD8lgl!yfflfl&^ffl'^^it^<^S!l^ 

^M'RI4- (2) i:ra*||^:&^t?CD8fiHS«aiao-&^^Sri|iJ^Lfco^:^Sr^2 3ic 
[0 19 3] 
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[%2 3] 



^23 r- 


SbL ^ IS & 










(%) • isSMi 






Bmm 






0KXVIV020 


(FNf T^mMit) 


ttCDS 




2 0. 


0 1 


096XYIV020 


CH— 2 9 6 


CD3-K:H-296 




6 4. 


4 8 


0%XVIV020 




5tCD3 


^3lCD3 


0. 


2 9 


096XVIV02O 


CH-2 9 6 


^t:cd3-k:h-296 


$t;CD3-k:H-296 


35. 


2 1 


OKXVIVOIO 


»fiR (F N f r 4¥m^it) 


tfcCDS 




27. 


9 1 


0%XVIV010 


CH- 2 96 


Jft CD3-K:H-296 




4 7. 


7 2 


0%XVIV010 


FN f r#@^fk 




^CD3 


37. 


9 7 


0%XVIV010 


CH- 2 9 6 


feLCD3-K:H-296 


ttCD3-K;H-296 


5 0. 


2 2 


OWCVIVOlO 


(FNf r^^m&it) 


ttCD3 




1 6. 


5 3 


0%XVIV010 


CH- 2 9 6 


fetCD34CH-296 




3 5. 


2 2 


0%XVIV010 


H- 2 9 6 


^CD3+H-'296 




2 7. 


2 9 


0%XVIV010 


CH-296 


$tCD3iCH-296 


^^CD3^€H-296 


7 5. 


3 3 


0%XVIV010 


H-2 9 6 


ttCD3+H-296 


ttCD34fl-296 


6 1 . 


0 8 



AKmm^(7)CDsm^mm.(o^m^i^< LtiTb^hLAKmrn^mm-^m^^^tf)^ 

[0 19 5] 

mm'm2 4 i&M.mmMim^^fzL AKmm^mm'is^'^ ^ i l-2 Ri&moms a&m 

(1) L A Kiifla<?)^s^ j: y'^^ 
(1) LAKiaaifeofiS:feJ:t;'*@si 

1%H bABJflltt^^tfXV I VO2 0 (jy.Tl%XV I VO 2 0 1 X 1 0 

5 ce 1 1 s/mltrzii5Xl 0* eel 1 sXml t^jt&Xd KUmm 1 - ( 1 ) 
mULfzP BMC i:mmn. mmmi- (2) i:|^*§l<^:^«-eSSSilU^cfitii hCD3^'»: 
H^'fbT'W-b. tfzitm.^ V CD 3^WiS axf FN i r El^'flie >7 ^^V/V- b 1 m 

1 /^i;l/-r^t §sl%XVIVO20 4ml SrSoA (1X10* eel Is/cm 

2 tfcJ±5Xl 0^ c e 1 1 s/cm2 ) . $ lCiS«-aiJR 5 0 0 U/m 1 il^rSi^JwI 
L-2 (J^^^SJ^ttSa) *»L/Co CtLibO^V- h * 5%C02 ^3 7"C-C^SIL 

(^#0 Bg) o ^^r?3$&f^2 a@> 3 HB^ 4Bmizitmmm5 o o u/m 1 1** 

L-2«-«L7to :^^5ri^iggL. 7 B gJil^ 2 - 3 B^lc^itS 5 

OOU/ml i:**J:d I L - 2 *?^l3Db/.:o i<Z)M^#«L<©*«lSif^f4^< *>^*^o 

fzo mmmik^i 6B^izmBimu\^tzo 

[0 19 61 

(2) LAKjfflfl&lCiStt'S I L-2 R|&m^W«!l5S 

HSfe-MS- (2) t|WI>ltO:)J^T% I L- 2 R§l^l^14^Sa'^'i"^^iS'J^l-^o 

mxit I L-2 R^^mimm^^m (%) * i l - 2 Ri&a^ (%) i:ig/5i-*o i^* 

*^2 4 ic^-to 
10 19 7] 



tB|iE# 2004-3085939 



#M 2004-000699 



^--j: 35/ 



[^2 41 



^24 


ifiLft (%) •»«& 




I L-2RI 


g3S^ (%) 


1%XV I VO 2 0 


Mm (FN f r ^BJ&^fk) 


1 2. 


1 5 




CH- 2 9 6 


9 7. 


4 7 




H-2 9 6 


.9 5. 


4 3 



[0 19 8] , _ 

i t § o i- b *> 'i&iflLvt^sfe =^ ffl -c isfflaa^:*^ L A Kfflfl^ * mM-t ^rni^y^ 

. I L-2R|&m^*ieE< U)5:7&*P,LAK*fflfl&«rMS-:^«i-*ifc**W^**-^^*^ 
[0 1 9 9 1 

(1) LAKiflaoM^:fo-J:a^J#^ ■ 
^M^l- (3) t™c0^i*-eLAKM*SI*-:^«L/Co ^<0^^Sffi-r-2>:^mSr 

0%:6-fb 5%Huma nABifil^t^-^tfXV I V0 2 0 t /cf± 0 5 % H u m a n A 

BJlil?t«r-^trAIMV:^mt^l45%HumanABJfiLtS*^tfXVIVO 1 O^i&K^ 

10 2 0 01 

(2) ^«L/«:LAKifiJfe<^aaJia^Ma<^illl^ 

nmm2 5- (1) -Cf^mtTtig^t^l 5 HB<^LAKO«m#ffittf±> Ca 1 c e 
i n-AM^m^^timm^^mm^m V) l:7^>'7i;VX R. h (L i c h t e n f 
els R., et al.).J. I mmn ol. Methods. 11172^ 

^2-f-. ^2 2 7-2 3 9M (1 9 9 4) ) iZXWMLfZo K 5 6 2. D a u 

di. 624mel=^lX10«cells/mli:=5:^J:d5%FBS (Bio Wh 
i t t a k e rttSi) '^'^tfRPMI 1 6 4 0^*1^!^®^. *l-jiJS 2 5 yt/Mt^^id 
i:C a 1 c e i n-AM (K-^f >ttia) «-^iJnL> 3 7 Ht^^^L/Co 
Ca 1 c e i n - AM^-^* v>:^tfilC-CT5fe^m, Ca 1 c e i n^m^6<J»^ l-^^o 

^M^25- (1) -epmL^LAK»«:^7j^i^^'-mi: LTl X 1 0« ~3X 
10« eel ls/'mli:**J:9l'5%li Mfil?tSr#tf R PM I (J^ITSHRPMI t 

«B&) •r?spt4&m. 9 6:r:mm.^my'i-~y<^^^^)^^' i o o 1 /'i':.^;v-fo:9-7£ 

fC*5§, Citt^bl' 1X10^ eel 1 s/m 1 izMULfzC a 1 c e i n^WMi^mU 

^3-H3g'C^m. zTx:<Dm^coz 4y^:^^'-9-n-^An^^v^^^-Y}^fzo 4^ 

^y :r.)Vii-hi^m±-mi OOrxX =Sr^^L, mat^'V- b ^i-V- (4 8 5 nm/ 
5 3 8 nm) Hi oT^SI±?t^l^iJtW$tL/; c a 1 c e i nS (m3fe?^S) 'Srill^t^^ 
o C T L <r>mW^^B^it\>XT(r>^ L:fe*«o T^m L;to 
10 2 0 11 

^ 1 ' 

) D X 1 0 0 

[0 2 0 21 

±^H:fev^-r^/hiftttSS«4MMiilia<0*-g-;ti-'&'J'i^K^c a 1 c e i nifemS-C^i? 
> :^a<J«55-<b<^>c a 1 c e i n S«feifcai»«:^-ro :S::^:IStffla«MWIIBlfeir#® 
ffi'ttj^J-e^'ST r i t o n X- 1 0 0 (-^^ xXi^ttM) ^S^jSJgO. 0 5 % i: * 
S J:^ lcinx.-Cj!ffl|jaSr^^«fe^bf>:l^(Oc a 1 c e i nSScffi4*/i^L-CV>-5o 

ttliEijt 2004-3085939 



#M 2 a 0 4 - 0 0 0 6 9 9 



^-y: 36/ 



[0 2 0 
[^2 

g2 5 



5 liZTT^iTo 

31 

51 



Aim 

_m 



E/T JNiiia0^?Sti (%) 

(m^nm k562) 



jNBiia«s®tt (%) 

(^tfjlWIia Daudi) 
1 3. 



0«XVIY020 
0%XVIV020 
0%XVIV020 



CFN f r#^a^{t) 2 0 2 8. 7 

CH-2 9 6 2 0 4 6.7 

H- 2 9 6 20 4 9. 9 



0. 2%XVIV020 
0.2%XVIV020 



Mm (FN f r#^@^{b) 10 13.3 
CH-2 9 6 10 18' 2 



2 3. 
1 9. 



3 
8 
0 



11.6 
18.6 



1%XVIV020 
1%XVIV020 



5%XVIV020 
5%XVIV020 



0%AIMV 

ouim 



5%AIMV 



5%AIMV 
5%AIMV 



5KXVIV010 
5%XVIV010 
5%XVIV010 - 



nm (FN f rw^mMit) 20 36. 5 

H- 2 9 6 20 6 2. 8 



Mm (F N f r i^mMit) 3 0 5 7.0 
CH-2 96 3 0 78. 1 



Mm (FN f x^@mit) 3 0 2 5.2 
CH-2 9 6 30 36. 8 



^i-fiS (FNf r#^@5fe<t) 3 0 5 5. . 3 

CH-2 9 6 30 7 7. 2 



Mm. (FN f i^m^it) 1 0 3 5.1 
CH-~2 9 6 1 0 7 1.6 
H-2 9 6 1 0 7 3.9 



*tRg (FN f r^B^^t) 1 0 7 2. 6 
CH-2 9 6 1 0 8 4.6 
H- 2 9 6 1 0 8 9.3 



2 4. 

3 9 



8 



5 6. 

5 9. 



2 3. 

2 8. 



4 9. 

5 3. 



8 
6 



5 0. 

5 1 . 
5 7. 



5 
8 
8 



5 1. 1 

5 7.4 

6 9.5 



[0 2 0 41 

TOLA Kmi&mm^m ir^-^ ^ r n ^ ^ > -7 ^ > > ^m^itLtz^m^u^^m 

[0 2 0 51 
[0 2 0 6] 

[mil y >i '/u^^^:/(DY^^ y^'^'^T^ir^'^WiXtb^o 
[0 2 0 71 

SEQ ID N0:l Partial region of f ibronectin named III-8. 
SEQ ID N0:2 ; Partial region of fibronectin named III-9. 
SEQ ID NO: 3 ; Partial region of fibronectin named III-IO. 
SEQ ID N0:4 ; Partial region of fibronectin named III-12. 
SEQ ID N0:5 ; Partial region of fibronectin named III-13. 

tBiE# 2004-3085939 
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/>^-v?: 37/E 



SEQ ID NO: 6 ; Partial region of fibronectin named III-14. 

SEQ ID NO: 7 ; Partial region of fibronectin named CS-1. 

SEQ ID NO: 8 ; Fibronectin fragment named C-274. 

SEQ ID NO: 9 ; Fibronectin fragment named H-271. 

SEQ ID NO: 10 ; Fibronectin fragment named H-296. 

SEQ ID NO: 11 ; Fibronectin fragment named CH-271. 

SEQ ID NO: 12 ; Fibronectin fragment named CH-296. 

SEQ ID NO: 13 ; Fibronectin fragment named C-CSl. 

SEQ ID NO: 14 ; Fibronectin fragment named CHV-89. 

SEQ ID NO: 15 ; Fibronectin fragment named CHV-90. 

SEQ ID NO: 16 ; Fibronectin fragment named CHV-92. 

SEQ ID NO: 17 ; Fibronectin fragment named CHV-179. 

SEQ ID NO: 18 ; Fibronectin fragment named CHV-181. 

SEQ ID NO: 19 ; Fibronectin fragment named H-275-Cys. 

SEQ ID NO: 20 ; Primer 12S. 

SEQ ID NO: 21 ; Primer 14A. 

SEQ ID N0:22 ; Primer Cys-A. 

SEQ ID NO: 23 ; Primer Cys-S. 
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SEQUENCE LISTING 
<110>. TAKARA BIO INC. 

<120> Process for the preparation of lymphocyte having cytotoxic activity 

<130> T-1875 

<160> 23 . 

<210> 1 
<211> 87 
<212> PRt 

<213> Artificial Sequence 
<220> 

<223> partial r^ion of f ibronectin named III-8 

<400> 1 „ . 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala GIu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 . 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr 

80 85 

<210> 2 
<211> 90 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> partial region of fibronectin named III-9 

<400> 2 A, 
Gly Uu Asp Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala 
15 10 15 

Asn Ser Phe Thr Val His Trp He Ala Pro Arg Ala Thr He Thr 

20 25 30 

Gly Tyr Arg He Arg His His Pro Glu His Phe Ser Gly Arg Pro 

35 40 45 

Arg Glu Asp Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr 

50 55 60 

mU^2 004-3085939 
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Asn Leu Thr Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu 
65 70 75 

Asn Gly Arg Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr 
80 85 90 

<210> 3 
<211> 94 
<212> PRT 

<213> Artificial Sequence 

<220> - 
<223> partial region of f ibronectin named III-IO 

<400> 3 

Val Ser Asp Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro 
1 5 10 15 

Thr Ser Leu Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg 

20 25 30 

Tyr Tyr Arg He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val 

35 40 45 

Gin Glu Phe Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser 

50 55 60 

Gly Leu Lys Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val 

65 70 75 

Thr Gly Arg Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He 

80 85 90 

Asn Tyr Arg Thr 

<210> 4 
<211> 92 
<212> PRT 

<213> Artificial Sequence 



<220> 

<223> partial region of f ibronectin named III-12 



<400> 4 








Ala 


He 


Pro Ala Pro Thr 


Asp Leu Lys Phe Thr Gin 


Val Thr Pro 


1 




5 


10 


15 


Thr 


Ser 


Leu Ser Ala Gin 


Trp Thr Pro Pro Asn Val 


Gin Uu Thr 






20 


25 


30 


Gly 


Tyr 


Arg Val Arg Val 


Thr Pro Lys Glu Lys Thr 


Gly Pro Met 


35 


40 


45 


Lys 


Glu 


He Asn Leu Ala 


Pro Asp Ser Ser Ser Val 


Val Val Ser 




50 


55 


60 


Gly 


Leu 


Met Val Ala Thr 


Lys Tyr Glu Val Ser Val 


Tyr Ala Leu 




65 


70 


75 


Lys 


Asp 


Thr Leu Thr Ser 


Arg Pro Ala Gin Gly Val 


Val Thr Thr 


80 


85 


90 


Leu 


Glu 
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<210> 5 . 
<211> 99 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of f ibronectin named III7-I3 
<400> 5 

Asn Val Ser Pro Pro Arg Arg Ala Arg Val Thr Asp Ala Thr Glu 
1 5 .10 15 

Thr Thr He Thr He Ser Trp Arg Thr Lys Thr Glu Thr He Thr 

30 35 40 

Gly Phe Gin Val Asp Ala Val Pro Ala Asn Gly Gin Thr Pro He 
. 45 50 55 

Gin Arg Thr He Lys Pro Asp Val Arg Ser Tyr Thr He Thr Gly 

60 65 70 

Leu Gin Pro Gly Thr Asp Tyr Lys He Tyr Leu Tyr Thr Leu Asn 

75 80 85 

Asp Asn Ala Arg Ser Ser Pro Val Val He Asp Ala Ser Thr 

90 95 

<210> 6 
<211> 90 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> partial region of fibronectin named III-14 
<400> 6 

Ala He Asp Ala Pro Ser Asn Leu Arg Phe Leu Ala Thr Thr Pro 
1 5 10 15 

Asn Ser Leu Leu Val Ser Trp Gin Pro Pro Arg Ala Arg He Thr 

20 25 30 

Gly Tyr He He Lys Tyr Glu Lys Pro Gly Ser Pro Pro Arg Glu 

35 40 45 

Val Val Pro Arg Pro Arg Pro Gly Val Thr Glu Ala Thr He Thr 

50 55 60 

Gly Leu Glu Pro Gly Thr Glu Tyr Thr He Tyr Val He Ala Leu 

65 70 75 

Lys Asn Asn Gin Lys Ser Glu Pro Leu He Gly Arg Lys Lys Thr 

80 85 , 90 

<210> 7 
<211> 25 
<212> PRT 

<213> Artificial Sequence 

mWW 2004-3085939 
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<220> 

<223> partial region of fibronectin named CS-1 

<400> 7 . „. 

Asp GIu Leu Pro Gin Leu Val Thr Leu Pro His Pro Asn Leu His 
1 5 10 • 15 

Gly Pro Glu lie Leu Asp Val Pro Ser Thr 
20 25. 



<210> 8 . 
<211> 274 
<212> PRT 
<213> Human 

<220> 

<223> fibronectin fragment named C-274 

<400> 8 . 
Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
1 5 10 . 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Uu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Are Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

ttifEJ^ 2004-3085939 
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Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 
230 235 240 

Pro Gly Val Asp Tyr Thr lie Thr Val Tyr Ala Val Thr Gly Arg 
245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 
260 265 270 

Thr Glu He Asp 



<210> 9 
<211> 271 
<212> PRT 
<213> Human 

<220> 

<223> fibronectin fragment named H-271 
<400> 9 

Ala He Pro Ala Pro Thr Asp Leu Lys Phe Thr Gin Val Thr Pro 
1 5 10 15 

Thr Ser Leu Ser Ala Gin Trp Thr Pro Pro Asn Val Gin Leu Thr 

20 25 30 

Gly Tyr Arg Val Arg Val Thr Pro Lys Glu Lys Thr Gly Pro Met 

35 40 45 

Lys Glu He Asn Leu Ala Pro Asp Ser Ser Ser Val Val Val Ser 

50 55 60 

Gly Leu Met Val Ala Thr Lys Tyr Glu Val Ser Val Tyr Ala Leu 

65 70 75 

Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Gly Val Val Thr Thr 

80 85 90 

Leu Glu Asn Val Ser Pro Pro Arg Arg Ala Arg Val Thr Asp Ala 

95 100 105 . 

Thr Glu Thr Thr He Thr He Ser Trp Arg Thr Lys Thr Glu Thr 

110 115 120 

He Thr Gly Phe Gin Val Asp Ala Val Pro Ala Asn Gly Gin Thr 

125 130 135 

Pro He Gin Arg Thr He Lys Pro Asp Val Arg Ser Tyr Thr He 

140 145 150 

Thr Gly Leu Gin Pro Gly Thr Asp Tyr Lys He Tyr Leu Tyr Thr 

155 160 165 

Leu Asn Asp Asn Ala Arg Ser Ser Pro Val Val He Asp Ala Ser 

170 175 180 

Thr Ala He Asp Ala Pro Ser Asn Leu Arg Phe Leu Ala Thr Thr 

185 190 195 

Pro Asn Ser Leu Leu Val Ser Trp Gin Pro Pro Arg Ala Arg He 

200 205 210 

Thr Gly Tyr He He Lys Tyr Glu Lys Pro Gly Ser Pro Pro Arg 

215 220 225 

Glu Val Val Pro Arg' Pro Arg Pro Gly Val Thr Glu Ala Thr He 

230 235 240 

ttifE# 2004-3085939 
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Thr Gly Leu Glu Pro Gly Thr Glu Tyr Thr He Tyr Val He Ala 
245 250 255 

Leu Lys Asn Asn Gin Lys Ser Glu Pro Leu He Gly Arg Lys Lys 
260 265 270 

Thr 



<210> 10 
<211> 296 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> f ibronectin fragment iKuned H-296 
<400> 10 

Ala He Pro Ala Pro Thr Asp Leu Lys Phe Thr Gin Val Thr Pro 
1 5 10 15 

Thr Ser Uu Ser Ala Gin Trp Thr Pro Pro Asn Val Gin Leu Thr 

20 25 30 

Gly Tyr Arg Val Arg Val Thr Pro Lys Glu Lys Thr Gly Pro Met 

35 40 45 

Lys Glu He Asn Leu Ala Pro Asp Ser Ser Ser Val Val Val Ser 

50 55 60 

Gly Leu Met Val Ala Thr Lys Tyr Glu Val Ser Val Tyr Ala Leu 

65 70 75 

Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Gly Val Val Thr Thr 

80 85 90 

Leu Glu Asn Val Ser Pro Pro Arg Arg Ala Arg Val Thr Asp Ala 

95 100 105 

Thr Glu Thr Thr He Thr He Ser Trp Arg Thr Lys Thr Glu Thr 

110 115 120 

He Thr Gly Phe Gin Val Asp Ala Val Pro Ala Asn Gly Gin Thr 

125 130 135 

Pro He Gin Arg Thr He Lys Pro Asp Val Arg Ser Tyr Thr He 

140 145 150 

Thr Gly Leu Gin Pro Gly Thr Asp Tyr Lys He Tyr Leu Tyr Thr 

155 160 165 

Leu Asn Asp Asn Ala Arg Ser Ser Pro Val Val He Asp Ala Ser 

170 175 180 

Thr Ala He Asp Ala Pro Ser Asn Leu Arg Phe Leu Ala Thr Thr 

185 190 195 

Pro Asn Ser Leu Leu Val Ser Trp Gin Pro Pro Arg Ala Arg He 

200 205 210 

Thr Gly Tyr He He Lys Tyr Glu Lys Pro Gly Ser Pro Pro Arg 

215 220 225 

Glu Val Val Pro Arg Pro Arg Pro Gly Val Thr Glu Ala Thr He 

230 235 240 

Thr Gly Leu Glu Pro Gly Thr Glu Tyr Thr He Tyr Val He Ala 
. 245 250 255 

tti|E# 2004-3085939 
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Leu Lys Asn Asn Gin Lys Ser GIu Pro Leu He Gly Arg Lys Lys 
260 265 270 

Thr Asp Glu Leu Pro Gin Leu Val Thr Leu Pro His Pro Asn Leu 
275 280 285 

His Gly Pro Glu He Leu Asp Val Pro Ser Thr 
290 295 



<210> 11 
<211> 549 
<212> PRT 

<213> Artificial Seauence 
<220> 

<223> fibronectin fragment named CH-271 
<400> 11 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Uu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Uu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

ttiiE# 2004-3085939 
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245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 
260 265 270 

Thr Glu He Asp Lys Pro Ser Met Ala He Pro Ala Pro Thr Asp 
275 280 285 

Leu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 
290 295 300 

Thr Pro Pro Asn Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr 
305 310 315 

Pro Lys Glu Lys Thr Gly Pro Met Lys Glu He Asn Leu Ala Pro 
320 325 330 

Asp Ser Ser Ser Val Val Val Ser Gly Leu Met Val Ala Thr Lys 
335 340 345 

Tyr Glu Val Ser Val Tyr Ala Uu Lys Asp Thr Leu Thr Ser Arg 
350 355 360 

Pro Ala Gin Gly Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro 
365 370 375 

Arg Arg Ala Arg Val Thr Asp Ala Thr Glu Thr Thr He Thr He 
380 385 390 

Ser Trp Arg Thr Lys Thr Glu Thr He Thr Gly Phe Gin Val Asp 
395 400 405 

Ala Val Pro Ala Asn Gly Gin Thr Pro He Gin Arg Thr He Lys 
410 415 420 

Pro Asp Val Arg Ser Tyr Thr He Thr Gly Leu Gin Pro Gly Thr 
425 430 435 

Asp Tyr Lys He Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser 
440 445 450 

Ser Pro Val Val He Asp Ala Ser Thr Ala He Asp Ala Pro Ser 
455 460 465 

Asn Leu Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser 
470 475 480 

Trp Gin Pro Pro Arg Ala Arg He Thr Gly Tyr He He Lys Tyr 
485 490 495 

Glu Lys Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg 
500 505 510 

Pro Gly Val Thr Glu Ala Thr He Thr Gly Leu Glu Pro Gly Thr 
515 520 525 

Glu Tyr Thr He Tyr Val He Ala Leu Lys Asn Asn Gin Lys Ser 
530 535 540 

Glu Pro Leu He Gly Arg Lys Lys Thr 
545 



<210> 12 
<211> 574 
<212> PRT 

<213> Artificial Sequence 



<220> 

<223> f ibronectin fragment named CH-296 



miE# 2 004-3085939 
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<400> 12 . ^ „ . * 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 
20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 
35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 
50 55 . 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 
65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 
80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 
95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 
110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 
125 . 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 
140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 
155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 
170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 
185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 
200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 
215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 
230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 
245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 
260 265 270 

Thr Glu He Asp Lys Pro Ser Met Ala He Pro Ala Pro Thr Asp 
275 280 285 

Leu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 
290 295 300 

Thr Pro Pro Asn Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr 
305 310 315 

Pro Lys Glu Lys Thr Gly Pro Met Lys Glu He Asn Leu Ala Pro 
320 325 330 

Asp Ser Ser Ser Val Val Val Ser Gly Leu Met Val Ala Thr Lys 
335 340 345 

Tyr Glu Val Ser Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg 
350 355 360 

miE#2 004-3085939 
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Pro Ala Gin Gly Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro 
365 370 375 

Arc Arg Ala Arg Val Thr Asp Ala Thr Glu Thr Thr He Thr He 
380 385 390 

Ser Trp Arg Thr Lys Thr Glu Thr He Thr Gly Phe Gin Val Asp 
395 400 405 

Ala Val Pro Ala Asn Gly Gin Thr Pro He Gin Arg Thr He Lys 
410 415 420 

Pro Asp Val Arg Ser Tyr Thr He Thr Gly Leu Gin Pro Gly Thr 
425 430 435 

Asp Tyr Lys He Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser 
■ 440 445 450 

Ser Pro Val Val He Asp Ala Ser Thr Ala He Asp Ala Pro Ser 
455 460 465 

Asn Leu Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Sisr 
470 475 480 

Trp Gin Pro Pro Arg Ala Arg He Thr Gly Tyr He He Lys Tyr 
485 490 495 

Glu Lys Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg 
500 505 510 

Pro Gly Val Thr Glu Ala Thr He Thr Gly Leu Glu Pro Gly Thr 
515 520 525 

Glu Tyr Thr He Tyr Val He Ala Leu Lys Asn Asn Gin Lys Ser 
530 535 540 

Glu Pro Leu He Gly Arg Lys Lys Thr Asp Glu Leu Pro Gin Leu 
545 550 555 

Val Thr Leu Pro His Pro Asn Leu His Gly Pro Glu He Leu Asp 
560 565 570 

Val Pro Ser Thr 



<210> 13 

<211> 302 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> f ibronectin fragment named C-CSl 

<400> 13 " ^ „ . » 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Uu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 
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His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 H5 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 . 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 

260 265 270 

Thr Glu He Asp Lys Pro Ser Asp Glu Leu Pro Gin Leu Val Thr 

275 280 285 

Uu Pro His Pro Asn Leu His Gly Pro Glu He Leu Asp Val Pro 

290 295 300 

Ser Thr 



<210> 14 
<211> 367 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> f ibronectin fragment named CHV-89 
<400> 14 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
15 10 15 

Val Tlir Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 
20 25 30 

Val Arc Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 
35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 
50 55 60 

tiJiEJ^ 2004-3085939 
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Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg.Gln Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 
110 115 120 

He Arc His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Uu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 

260 265 270 

Thr Glu He Asp Lys Pro Ser Met Asn Val Ser Pro Pro Arg Arg 

275 280 285 

Ala Arg Val Thr Asp Ala Thr Glu Thr Thr He Thr He Ser Trp 

290 295 300 

Arg Thr Lys Thr Glu Thr He Thr Gly Phe Gin Val Asp Ala Val 

305 310 315 

Pro Ala Asn Gly Gin Thr Pro He Gin Arg Thr He Lys Pro Asp 

320 325 330 

Val Arg Ser Tyr Thr He Thr Gly Uu Gin Pro Gly Thr . Asp Tyr 

335 340 345 

Lys He Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser Ser Pro 

350 355 360 

Val Val He Asp Ala Ser Thr 

365 



<210> 15 
<211> 368 
<212> PRT 
<213> Artificial 



Sequence 



<220> 
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<223> f ibronectin fragment named CHV-90 

<400> 15 . . A 

Pro Thr Asp Leu Arg Phe Hir Asn He Gly Pro Asp Thr Met Arg 
1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 
20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 
35 40- 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 
50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 
65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 
80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 
95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 
110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 
125 130 135 

Are Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 
140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 
155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 
170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thx Ser Leu 
185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 
200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 
215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 
230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 
245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 
260 265 270 

Thr Glu He Asp Lys Pro Ser Met Ala He Asp Ala Pro Ser Asn 
275 280 285 

Leu Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser Trp 
290 295 300 

Gin Pro Pro Arg Ala Arg He Thr Gly Tyr He He Lys Tyr Glu 
305 310 315 

Lys Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg Pro 
320 325 330 

Gly Val Thr Glu Ala Thr He Thr Gly Leu Glu Pro Gly Thr Glu 
335 340 345 

Tyr Thr He Tyr Val He Ala Leu Lys Asn Asn Gin Lys Ser Glu 

miE# 2004-3085939 
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350 355 360 

Pro Leu He Gly Arg Lys Lys Thr 
365 



<210>16 
<211> 370 
<212> PET 

<213> Artificial Sequence 



<220> 

<223>. fibronect in fragment named CHV-92 

<400> 16 . . ^ „ . » 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arc Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp . 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro 116 Ser He Asn Tyr Arg 

260 265 270 
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Thr Glu He Asp Lys Pro Ser Met Ala He Pro Ala Pro Thr Asp 

275 280 285 

Leu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 

290 295 300 

Thr Pro Pro Asn Val Gin Uu Thr Gly Tyr Arg Val Arg Val Thr 

305 310 315 

Pro Lys Glu Lys Thr Gly Pro Met Lys Glu He Asn Leu Ala Pro 

320 325 330 

Asp Ser Ser Ser Val Val Val Ser Gly Leu Met Val Ala Thr Lys 

335 340 345 

Tyr Glu Val Ser Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg 

350 355 360 

Pro Ala Gin Gly Val Val Thr Thr Leu Glu 

365 370 



<210> 17 
<21I> 457 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named CHV-179 

<400> 17 . A 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Thr Met Arg 
15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 

110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Uu He Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

tBSE#2 004-3085939 
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185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 
200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 
215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 
230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 
245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 
260 265 270 

Thr Glu He Asp Lys Pro Ser Met Asn Val Ser Pro Pro Arg Arg 
275 280 285 

Ala Arg Val Thr Asp Ala Thr Glu Thr Thr He Thr He Ser Trp 
290 295 300 

Arg Thr Lys Thr Glu Thr He Thr Gly Phe Gin Val Asp Ala Val 
305 310 315 

Pro Ala Asn Gly Gin Thr Pro He Gin Arg Thr He Lys Pro Asp 
320 325 330 

Val Arg Ser Tyr Thr He Thr Gly Leu Gin Pro Gly Thr Asp Tyr 
335 340 345 

Lys He Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser Ser Pro 
350 355 360 

Val Val He Asp Ala Ser Thr Ala He Asp Ala Pro Ser Asn Leu 
365 370 375 

Are Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser Trp Gin 
380 385 390 

Pro Pro Arg Ala Arg He Thr Gly Tyr He He Lys Tyr Glu Lys 
395 400 405 

Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg Pro Gly 
410 415 420 

Val Thr Glu Ala Thr He Thr Gly Leu Glu Pro Gly Thr Glu Tyr 
425 430 435 

Thr He Tyr Val He Ala Leu Lys Asn Asn Gin Lys Ser Glu Pro 
440 445 450 

Leu He Gly Arg Lys Lys Thr 
455 



<210> 18 
<211> 459 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> f ibronectin fragment named CHV-181 

<400> 18 ^ w . A 

Pro Thr Asp Leu Arg Phe Thr Asn He Gly Pro Asp Var Met Arg 
1 5 10 15 

BliE# 2004-3085939 
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Val Thr Tro Ala Pro Pro Pro Ser He Asp Leu Hir Asn Phe Leu 
20 25 30 

Val Are Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 
35 40 45 

Ser He Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 
50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 
65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 
80 85 90 

Ser Pro Thr Gly He Asp Phe Ser Asp He Thr Ala Asn Ser Phe 
95 100 105 

Thr Val His Trp He Ala Pro Arg Ala Thr He Thr Gly Tyr Arg 
110 115 120 

He Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 
125 130 135 

Arg Val Pro His Ser Arg Asn Ser He Thr Leu Thr Asn Leu Thr 
140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser He Val Ala Leu Asn Gly Arg 
155 160 165 

Glu Glu Ser Pro Leu Leu He Gly Gin Gin Ser Thr Val Ser Asp 
170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 
185 190 195 

Leu He Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 
200 205 210 

He Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 
215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 
230 235 240 

Pro Gly Val Asp Tyr Thr He Thr Val Tyr Ala Val Thr Gly Arg 
245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro He Ser He Asn Tyr Arg 
260 265 270 

Thr Glu lie Asp Lys Pro Ser Met Ala He Pro Ala Pro Thr Asp 
275 280 285 

Leu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 
290 295 300 

Thr Pro Pro Asn Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr 
305 310 315 

Pro Lys Glu Lys Thr Gly Pro Met Lys Glu He Asn Leu Ala Pro 
320 325 330 

Asp Ser Ser Ser Val Val Val Ser Gly Leu Met Val Ala Thr Lys 
335 340 345 

Tyr Glu Val Ser Val Tyr Ala Uu Lys Asp Thr Leu Thr Ser Arg 
350 355 360 

Pro Ala Gin Gly Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro 
365 370 375 

Arg Arg Ala Arg Val Thr Asp Ala Thr Glu Thr Thr He Thr He 
380 385 390 
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Ser Trp Arg Thr Lys Thr Glu Thr He Thr Gly Phe Gin Val Asp 

395 400 405 

Ala Val Pro Ala Asn Gly Gin Thr Pro He Gin Arg Thr He Lys 

410 415 420 

Pro Asp Val Arg Ser Tyr Thr He Thr Gly Leu Gin Pro Gly Thr 

425 430 435 
Asp Tyr Lys He Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser 

440 445 . 450 
Ser Pro Val Val He Asp Ala Ser Thr 

455 



<210> 19 ■ . 

<211> 276 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> f ibronectin fragment named H-275-Cys 
<400> 19 

Met Ala Ala Ser Ala He Pro Ala Pro Thr Asp Leu Lys Phe Thr 
1 5 10 15 

Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp Thr Pro Pro Asn 

20 25 30 

Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr Pro Lys Glu Lys 

35 40 45 

Thr Gly Pro Met Lys Glu He Asn Leu Ala Pro Asp Ser Ser Ser 

50 55 60 

Val Val Val Ser Gly Leu Met Val Ala Thr Lys Tyr Glu Val Ser 

65 70 75 

Val Tyr Ala Leu Lys Asp Hir Leu Thr Ser Arg Pro Ala Gin Gly 

80 85 90 

Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro Arg Arg Ala Arg 

95 100 105 

Val Thr Asp Ala Thr Glu Thr Thr He Thr He Ser Trp Arg Thr 

110 115 120 

Lys Thr Glu Thr He Thr Gly Phe Gin Val Asp Ala Val Pro Ala 

125 130 135 

Asn Gly Gin Thr Pro He Gin Arg Thr He Lys Pro Asp Val Arg 

140 145 150 

Ser Tyr Thr He Thr Gly Leu Gin Pro Gly Thr Asp Tyr Lys He 

155 160 165 

Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser Ser Pro Val Val 

170 175 180 

He Asp Ala Ser Thr Ala He Asp Ala Pro Ser Asn Leu Arg Phe 

185 190 195 

Uu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser Trp Gin Pro Pro 

200 205 210 

Arg Ala Arg He Thr Gly Tyr He He Lys Tyr Glu Lys Pro Gly 

2004-3085939 



S^m2 004-000699 



^-'j: 19/ 



215 220 225 

Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg Pro Gly Val Thr 

230 235 240 

Glu Ala Thr He Thr Gly Leu Glu Pro Gly Thr Glu Tyr Thr He 

245 250 255 

Tyr Val He Ala Leu Lys Asn Asn Gin Lys Ser Glu Pro Leu He 

260 265 270 

Gly Arg Lys Lys Thr Cys 

275 



<210> 20 
<211> 38 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> primer 12S 
<400> 20 

aaaccatffic agctagcgct attcctgcac caactgac 38 



<210> 21 
<211> 36 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> primer 14A 
<400> 21 

aaaggatccc taactagtct ttttccttcc aatcag 36 



<210> 22 
<2H> 40 
<212> DNA 

<213> Artificial Sequence 



<220> 

<223> primer Cys-A 
<400> 22 

aaaagcggcc gctagcgcaa gccatggtct gtttcctgtg 



<210> 23 
<211> 41 
<212> DM 

ttiiE# 2004-3085939 



Wm. 2004-000699 



^-i;: 20/E 



<213> Artificial Sequence 
<220> 

<223> primer Cys-S 
<400> 23 

aaaagcggcc gcactagtgc atagggatcc ggctgagcaa c 



aiiE# 2004-3085939 




toiE#2 004-3085939 



i|f M 2004-000699 



^--J : 1/E 



mm 

IWkM,] 



tlliE#2 004-3085939 



#11 2004-000699 



^—-j: i/E 



m m A m M ^ m. 



[3020 1 9245] 
l.MW^BB 2-002^ 4^ IB 



ftJiE#-^ miiE#2 0 0 4 - 3 0 8 5 9 3 9 



